The incidence of transient hypogammaglobulinaemia ofinfancy (THI) detected in a major paediatric centre over a 10 year period was examined. 
Abstract
The incidence of transient hypogammaglobulinaemia ofinfancy (THI) detected in a major paediatric centre over a 10 year period was examined. A total of 2468 subjects less than 2 years of age had an IgG measurement taken between July 1979 and March 1990. Subjects with known immunodeficiencies were excluded. Fifteen patients were classified as having THI with an initial IgG level less than the fifth centile followed by a second measurement within the normal range. A further 24 patients were identified as having possible THI with a single low IgG concentration. There were 60174 live births each year in Victoria in the years 1979-88. This gives an incidence of proved THI of 23 per 106 births, and including proved and probable THI The clinical immunology department of the Royal Children's Hospital is the only paediatric clinical immunology centre for the state of Victoria, which has a population of about four million people. Previous data from this department have been used to document the occurrence of immunodeficiency diseases within Victoria. 6 7 In this paper we describe the incidence and clinical features of THI as detected in our clinical immunology laboratory over a 10 year period.
Study population Eligible patients were all those children less than 2 years of age who had an IgG estimation which was below the fifth centile of the laboratory mean for age8 during the study period from July 1979 to March 1990. The fifth centile for IgG concentrations is 2X90 (0-1 years), 1X45 (0X2-0X6 years), 2-02 (0-6-0-8 years), 2-10 (0.8-1.0 years), and 2-82 g/l (1-2 years). During this period 2468 children of this age group had 3243 immunoglobulin estimations. Clinical data were collected from hospital unit records and the records of private paediatricians. Children with a known congenital immunodeficiency disorder were excluded from further analysis.
Results
Sixty six infants were identified with hypogammaglobulinaemia. Twenty four of these were excluded because of an identifiable cause (protein losing enteropathy, 12; nephrotic syndrome, six; prematurity (less than 35 weeks' gestational age), five; or maternal hypogammaglobulinaemia, one). Eighteen patients (11 boys, seven girls) were identified as having 'proved THI' with an initial IgG concentration less than the fifth centile followed by a second measurement within the normal range. A further 28 children were identified as 'probable THI' having a single low IgG measurement without any subsequent diagnosis of immunodeficiency being made.
In the group of proved THI three children were noted to have a low IgG concentration in association with a severe illness: one with staphylococcal empyema, one with varicella, and one with sepsis after resection of bronchogenic cyst. The child with severe varicella had a normal level of IgG (19th centile) at the time of presentation at 8 months of age, and three days later IgG was less than the fifth centile. The immunoglobulin levels returned to normal within six weeks in all three patients; These three patients were excluded from the subsequent categorisation of THI. Four children (60%) being less than the 20th centile at diagnosis. These observations suggest that the abnormality may be more generalised than one which affects IgG production alone. The duration of the THI was less than 24 months in all but one patient and is consistent with the findings in previous studies.2 3 A striking feature of this study was the preponderance of subjects with either atopy or food intolerance referred from the allergy unit. This has not been noted in previous studies, though Fineman et al described four infants with a combination of food allergy, transient hypogammaglobulinaemia, and increased serum IgE concentrations who were seen in an allergy clinic in a one year period.5 They considered that the transient hypogammaglobulinaemia was unlikely to be due to protein loss from the gut, though one of the four children in that study had a reduced serum albumin of 30 g/l. In a previous study of a large group of infants allergic to cows' milk we noted that the mean IgG concentrations were lower than controls, 13 a finding consistent with the present results. Circulating IgG concentrations reflect a balance between production, catabolism, and protein loss. Subclinical IgG loss during infancy, particularly if production is also impaired, could explain the preponderance of atopic/food intolerant subjects seen in this study. Two children in this study had some suggestion of protein loss. One had a low albumin concentration at 6 months despite normal faecal ot1 antitrypsin clearance on two occasions. In addition to a diagnosis of cows' milk protein enteropathy this child had a low IgM that persisted until 22 months of age despite the return of IgG and albumin to the normal range by 9 months of age. The low IgM concentration suggests that this child may have an abnormality of immunoglobulin production with protein loss further reducing the low IgG. The second child had a slightly low albumin (26 g/1) at 3 months in association with a low IgG, with both being normal by 9 months of age. Two cases of hypoalbuminaemia in infants with atopic dermatitis have been described previously, '4 15 
